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Abstract
Cystic fibrosis (CF) is a common genetic disease for which the gene was identified within the last decade. Pulmonary
disease predominates in this ultimately fatal disease and current therapy only slows the progression. CF transmembrane
regulator (CFTR), the gene product, is an integral membrane glycoprotein that normally functions as a chloride channel in
epithelial cells. The most common mutation, vF508, results in mislocalization and altered glycosylation of CFTR. Altered
fucosylation and sialylation are hallmarks of both membrane and secreted glycoproteins in CF and the focus here is on these
investigations. Oligosaccharides from CF membrane glycoproteins have the Lewis x, selectin ligand in terminal positions. In
addition, two major bacterial pathogens in CF, Pseudomonas aeruginosa and Haemophilus influenzae, have binding proteins,
which recognize fucose in K1,3 linkage and asialoglycoconjugates. We speculate that the altered terminal glycosylation of
airway epithelial glycoproteins in CF contributes to the chronic infection and robust inflammatory response in the CF lung.
Understanding the effects of mutant CFTR on glycosylation may provide further insight into the regulation of
glycoconjugate processing as well as therapy for CF. ß 1999 Elsevier Science B.V. All rights reserved.
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1. Introduction
Interest in glycosylation has been rekindled in the
¢eld of cystic ¢brosis (CF) research since the identi-
¢cation of the CF gene, named the CF transmem-
brane regulator (CFTR) in 1989 [52,82,85]. The re-
newed interest has been fueled by several recent
developments resulting from attempts to reconcile
the proposed function of CFTR with phenomena
known to be involved in the pathogenesis of the dis-
ease. Prior to the identi¢cation of the CFTR gene,
many laboratories had described alterations in the
glycosylation of CF glycoproteins, but no connection
between the altered glycosylation and the pathogen-
esis of CF was established. The de¢nition of the
structure of oligosaccharides in CF glycoproteins
which are similar to those involved in the adherence
of bacterial pathogens and the recruitment of in£am-
matory cells is among the most promising of the new
developments. In this article we review the back-
ground of altered glycosylation in CF and discuss
glycosylation in relation to knowledge about CF
which has accumulated since the identi¢cation of
the CFTR gene.
2. Clinical presentation
CF is the most common, lethal, genetic disease of
Caucasians. CF demonstrates an autosomal recessive
pattern of inheritance. In the USA, the incidence of
the disease in Caucasians is approx. 1 in 3300 live
births and in African Americans, 1 in 15 300. The
frequency of una¡ected heterozygote carriers of a
CF mutation is 1 in 29 in persons of Northern Euro-
pean ancestry. Chronic, progressive pulmonary dis-
ease dominates the clinical picture. However, all exo-
crine glands are a¡ected to some degree in CF
patients and abnormalities of the pancreas, liver,
gall bladder, sweat glands and reproductive organs
are among the protean manifestations of CF
[83,115]. Advances in treatment have extended the
life expectancy to approx. 30 years. Current treat-
ment is only supportive and slows, but does not
stop the progression of the disease.
The survival of patients with CF is determined in
large measure by the progression of their lung dis-
ease. Mucous gland hyperplasia is an early patho-
logic manifestation [103] and presumed hypersecre-
tion of the abnormally viscous mucous [12,86,87]
plays a role in the airways obstruction. Colonization
of the airways with pathogenic bacteria, predomi-
nately Pseudomonas aeruginosa, Haemophilus in£uen-
zae and Staphylococcus aureus, is a hallmark of CF.
The course of the disease is usually marked by re-
current exacerbations of the pulmonary infection,
each of which causes further destruction of airway
tissue. The marked predominance of neutrophils in
the airway in£ammatory response has been known
for some time [105]. However, only recently has the
possible primary nature of the in£ammatory re-
sponse been appreciated. This latter concept was
prompted by the ¢nding of neutrophils in bronchoal-
veolar lavage £uid from asymptomatic infants who
were diagnosed with CF in a newborn screening pro-
gram [53].
3. CFTR
CF is caused by mutations in a single gene named
the CF transmembrane regulator (CFTR). The CFTR
gene spans approx. 230 kb of DNA and contains
27 exons. The most common CF mutation, and the
¢rst to be described, is a three-base pair deletion in
exon 10 that causes a deletion of phenylalanine from
position 508 (vF508) of the CFTR glycoprotein. This
mutation accounts for 66% of CF mutations. More
than 700 CF mutations have now been reported, and
the list continues to grow.
The CFTR gene codes for a transmembrane gly-
coprotein with 12 membrane spanning domains and
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two Asn-linked N-glycosylation sites (Fig. 1). The
glycoprotein has been reported to occur in three
forms: an immature form (Mr 145^160 000), a ma-
ture form (Mr 180^200 000), and an intermediate
sized form. The immature form is not fully processed
and is most prominent with the vF508 mutation.
Pulse and chase experiments with wtCFTR were
used initially to follow the maturation to the 180^
200 000 form [19].
The CFTR gene was ¢rst proposed to encode an
integral membrane glycoprotein, which functioned as
a regulated chloride channel in epithelial cells [82].
While it has been clearly shown that the CFTR gly-
coprotein does function as a chloride channel at the
apical surface of epithelial cells which are involved in
the pathology of CF, other compelling evidence sup-
ports additional functions for CFTR in endosomes,
clathrin coated vesicles, endoplasmic reticulum and
surface membranes [5,6,14,30,44,47,59,68,73,75,80,
89,93,112]. The high degree of cross-species conser-
vation of CFTR suggests a crucial role in the func-
tions of a cell [30]. However, how the altered func-
tion of CFTR is directly related to the pathogenesis
remains an unanswered question. The solution of this
problem is of paramount importance to the design of
more e¡ective therapeutic strategies.
4. Gene therapy for CF with glycosylated vectors
Gene therapy for CF was proposed as a simple
solution for the treatment of the disease [23,24].
The initial e¡orts were focused on using recombinant
adenoviral vectors to treat the lung disease since this
organ is directly accessible through aerosol delivery
and adenoviruses were known to be trophic for hu-
man respiratory epithelia. However, despite the em-
ployment of a variety of strategies, the use of viral
vectors has not yet been successful [108]. The main
obstacle to date has been the immune response,
which was generated to the viral proteins [88].
Another approach took advantage of endogenous
lectins on the airway cell surface and targeted carbo-
hydrate-substituted polylysines to the CF cells. Lac-
tosylated polylysine was demonstrated to be the most
e⁄cient vector for airway epithelial cells in culture
[54]. Lactosylated polylysine was also shown to
achieve the same e⁄ciency as viral vectors in trans-
ferring reporter genes [55] or the CFTR gene [56]
into either immortalized airway cells or airway epi-
thelial cells in primary culture. It was proposed that
the airway cells contained galactose/lactose binding
proteins on their cell surface. Support for this pro-
posal was provided by the inhibition of lactosylated
polylysine-mediated gene transfer by lactose but not
by mannose [54]. The uptake of polylysine and BSA
into liver and macrophages following glycosylation
with galactose and fucose, respectively [36,72,109],
provides proof of principle that such methods are
potentially feasible for targeted gene or drug delivery
to a variety of diseased organs. While this topic may
be unrelated to the role of altered glycosylation in
the pathogenesis of CF, it serves to illustrate that an
understanding of the functional roles of carbohy-
drates in cell biology may provide another approach
to the therapy of CF.
5. Alteration in terminal glycosylation
CFTR when mutated, alters the terminal glyco-
sylation of other glycoproteins through a mechanism
which is yet to be de¢ned. Tables 1 and 2 present a
selected rather than an exhaustive summary of the
literature. The tables provide substantial evidence
concerning the alteration of terminal glycosylation
Fig. 1. Domain model of the cystic ¢brosis transmembrane con-
ductance regulator (CFTR). Based on hydrophobicity plots,
CFTR has 12 transmembrane spanning domains, two nucleo-
tide (N) binding domains (NBD 1 and NBD 2), and a regula-
tory R domain. The two potential N-linked glycosylation sites
are at positions 894 and 900 in the fourth extracellular loop.
Used with permission from [83].
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253 243
in CF, not only in the mucins, but also in N-linked
glycoconjugates which are cell-associated or secreted.
An earlier review provides additional background [3].
On reviewing Tables 1 and 2, it is apparent that
the pursuit of the altered glycosylation in CF re-
ceived less attention immediately after the CFTR
gene was cloned in 1989 [82] and after the subsequent
de¢nition of the gene product as an apical Cl3 chan-
nel in 1990 [33]. The process of unraveling the details
of the function and processing of CFTR has been the
subject of many investigations [114]. It is only in the
past 5 years that alterations in glycosylation are once
again being actively pursued. This results from two
reasons: (1) the inability to explain the pathology of
the disease based solely on a defective apical epithe-
lial Cl3 channel; and (2) a cure via gene therapy has
proven elusive.
It is clear from the earlier studies that the mucin
carbohydrate compositions are di¡erent (Tables 1
and 2). However it was not until di¡erences from
normal in CF ¢broblast membrane glycoproteins
and CF serum glycoproteins were reported that a
generalized defect of glycosylation in CF was consid-
ered. Most importantly, improvements in carbohy-
drate analytical methods, e.g., lectin chromatogra-
phy, puri¢ed enzymes which are speci¢c for sugar
and linkage, 1H-NMR and FAB spectroscopy, as
well as general advances in molecular biology and
cloning, have increased the capabilities of glycobiol-
ogists to probe cell function and disease pathogene-
sis.
Table 1 summarizes some of the most in£uential
reports describing glycosylation alterations in CF.
Roussel et al. [90] provided an early analysis of sul-
fate in CF mucins. Boat and colleagues described an
increased sulfate incorporation in CF mucus glyco-
proteins [11]. Additional reports have con¢rmed this
increased sulfation of CF mucins (Tables 1 and 2).
One report correlated the increase in sulfation in CF
with increasing severity of illness [17]. Gerkin and
Gupta [38] provided a comprehensive review of the
alterations in the size, structure, sulfation and glyco-
sylation of CF mucins. In their review, areas of con-
£icting results and interpretations are identi¢ed and
discussed. In the present discussion of terminal gly-
cosylation in CF, the emphasis is placed primarily on
integral cell membrane glycoconjugates.
Dische’s laboratory [31] was the ¢rst to describe an
altered ratio of fucose to sialic acid in CF duodenal
mucins. Two decades later, it was shown that CF
Table 1
Abnormal terminal glycosylation in CF determined by chemical/structural analysisa
Alterations in CFb Source Fraction examined Year Ref.
u Ratio Fuc:NeuAc Duodenum Mucins 1959 [31]
u Ratio Fuc:NeuAc Rectum Mucins 1967 [84]
u SO4 Lung Mucins 1967 [60]
u Fuc; s NeuAc Serum Heparin bound glycoproteins 1979 [77]
s NeuAc Plasma K2-Macroglobulin 1979 [9]
u Fuc Meconium Mucus glycoproteins 1979 [21]
u Fuc Fibroblasts Membrane glycopeptides 1980 [97]
Novel Fuc oligosaccharide sequences Lung Mucins 1982 [107]
uFuc Fibroblasts Med; Heparin bound glycoproteins 1982 [98]
u Ratio Fuc:NeuAc Intestine Mucins 1983 [116]
s NeuAc and Gal Serum Immunoglobulin G 1983 [70]
NeuAc and Fuc novel oligosaccharides Lung Mucins 1984 [61]
u Fuc Fibroblasts Peripheral glycopeptides 1985 [99]
u FucK-1,6 and K1,3-linkage; s NeuAc Fibroblasts Peripheral glycopeptides 1990 [110]
u Ratio Fuc:Gal Fibroblasts N-Linked glycopeptides 1991 [10]
u Fuc; u NeuAc; u SO4 Salivary gland Mucins 1993 [16]
s NeuAc Immortalized CF AECc Peripheral glycoconjugates 1998 [100]
Tri Fuc heptasaccharide Sputum Mucins 1998 [106]
aSelected summary.
bu increased; s decreased.
cAirway epithelial cells.
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serum glycoproteins and CF ¢broblast surface mem-
brane glycoproteins had an altered ratio of fucose to
sialic acid [77,97]. The latter report [97] was con-
¢rmed by GLC and lectin chromatography [99] and
subsequently by high resolution, 1H-NMR spectros-
copy [110]. The data obtained permitted the de¢ni-
tion of a structure that accounted for the increased
fucosylation and decreased sialylation of oligosac-
charides from CF ¢broblast surface membranes
(Fig. 2). The speci¢c alterations observed were a de-
Table 2
Abnormal terminal glycosylation in CF detected by a variety of methodsa
Alterations in CFb Method Source Fraction examined Year Ref.
s NeuAc Asialo-GM1 binding CF patients Pseudomonas 1988 [57]
u SO4 Isotope ratio Primary nasal polyp Glycoconjugates 1989 [18]
Defective processing Western blot COS cellsc Mutated CFTR 1990 [19]
u Fuc LTG binding Small intestines Mucins 1990 [104]
s NeuAc Isotope ratio Immortalized AECd Glycoconjugates 1991 [5]
s NeuAc Pseudomonas binding Pili Asialo-GM1 1993 [92]
u Con A; WGA Binding Serum and meconium K1-Antitrypsin 1993 [35]
s NeuAc Transferase activity CF-PAC cellse K2,6-NeuAc transferase 1993 [6]
u NeuAc Pseudomonas binding Salivary gland Mucins 1993 [16]
u Fuc Lentil lectin binding AEC Membrane glycopeptides 1994 [62]
s NeuAc FITC lectins Transfected C127 cellsf Cell histochemistry 1994 [32]
s NeuAc Pseudomonas binding Lung Mucins 1994 [29]
s NeuAc; u Fuc Lectin binding vF508 transfected Cell surface 1995 [117]
u SO4 Xenograft mouse Human bronchial cells Respiratory mucous 1995 [121]
s NeuAc Cholera toxin binding vF508 AEC Cell surface 1995 [58]
s NeuAc Pseudomonas binding Immortalized AEC Asialo-GM1 1995 [47]
u NeuAc; s Fuc K1,3/4-Fucosidase Transfected CF/T1 cellsg Membrane glycoconjugates 1997 [76]
u Fuc PA II fucose binding lectin Primary cells Cilia 1997 [1]
u SO4 HPLC cftr knockout mouse Liver and ileum 1997 [46]
s NeuAc Immunohistochemistry Immortalized AEC Asialo-GM1 1998 [15]
u NeuAc; u Fuc Lectin binding cftr knockout mouse Lung sections 1998 [22]
aSelected summary.
bu increased; s decreased.




gCF cell line transfected with wtCFTR.
Fig. 2. The proposed structure for a surface membrane glycopeptide isolated from CF ¢broblasts. The salient terminal glycosylations
are presented in bold. * represents additional sites for K1,3 fucosyl residues; dotted lines enclosing the glycosyl residues are potential
bacterial or selectin binding sites which may be sialylated as represented by the dashed lines. Adapted from Wang et al. [110].
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crease in terminal sialic acid residues and an increase
in fucosyl residues linked K1,3 and K1,6 to antennary
or core GlcNAc residues, respectively. In this com-
parison, it was reported that the CF glycopeptides
examined had 25% less sialic acid and two times
more Fuc K1,6 linked to core GlcNAc residues.
That is, 50% and 25% of the GlcNAc-1 residues of
CF and control glycopeptides, respectively, con-
tained K1,6 linked fucose. There was no Fuc K1,3
GlcNAc in the non-CF glycopeptides. Recently,
these carbohydrate alterations were shown in airway
epithelial cells by lectin chromatography for K1,6
fucosyl residues [62] and by sialic acid analysis
[100] of membrane glycoproteins. At the same time,
the presence of fucosyl residues linked K1,3/4 to
GlcNAc was shown with the use of an K-L-fucosi-
dase, speci¢c for these linkages [76]. The di¡erence in
sialic acid content [100] of CF airway cells corrected
with wtCFTR was signi¢cant (130 nmoles vs. 9
nmoles per mg protein for the cells corrected with
wtCFTR vs. CF cells, respectively).
Although methods of structural analyses of carbo-
hydrates have been re¢ned with higher resolution
1H-NMR spectroscopy and with FAB mass spectros-
copy, investigators have turned to cell and molecular
biology to examine the CF cells. The ready availabil-
ity of airway epithelial cell lines since the early 1990s
has also contributed to more recent progress
[42,49,74,78,81,120]. Recent approaches include his-
tochemistry with lectins or antibodies and binding of
bacteria or toxins to immortalized or primary airway
cells. In addition, lectin a⁄nity chromatography has
been used to characterize the glycoproteins. The
change in analytical emphasis is seen by comparing
the reports in the literature obtained by chemical/
structural determinations (Table 1) with those ob-
tained by other methods (Table 2). Table 2 summa-
rizes selected investigations of CF cells, which lend
support for altered terminal glycosylation. For exam-
ple, Weyer et al. [117] reported that transfection of
epithelial cells with mutant CFTR led to the expres-
sion of the CF glycosylation phenotype, decreased
sialyl and increased fucosyl residues at the cell sur-
face. Kube et al. [58] demonstrated that transfection
of normal airway epithelial cells with vF508 CFTR
cDNA resulted in decreased binding to elderberry
bark lectin which is speci¢c for sialic acid linked
K2,6. They also showed decreased binding of cholera
toxin, which binds GM1 [57], thus, suggesting de-
creased sialylation of both glycoproteins and glyco-
lipids. In most, but not in all cases, [50] cells trans-
fected with the CFTR gene have provided the most
striking evidence that glycosylation of the CF cells is
altered. These studies prompted Barasch et al. [5] to
propose that altered Cl3 conductance within the CF
cell a¡ects glycoprotein processing.
6. K-L-Fucosidase
Abnormalities in CF K-L-fucosidase have been re-
ported in respect to distribution [95,96], carbohy-
drate composition [4], growth cycle of the cell [69],
and isoenzyme patterns [2,97]. It was reasoned that
any of these abnormalities could be explained by
processing defects. However, in contrast to other
acid hydrolases, which had been previously examined
[63], K-L-fucosidase from normal ¢broblasts was not
Fig. 3. Schematic depicting potential binding sites of bacterial pathogens and neutrophils on CF airway epithelial cells. The airway
cell is depicted to have the glycosylation sites (see Fig. 2) necessary for fucose binding lectins from bacteria or the selectins from
WBC. The CF cell glycoconjugates are low in sialic acid and Pseudomonas (PA) binds to the terminal Gal/GalNAc residues.
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253246
proteolytically processed. Recently, the increased ac-
tivity of K-L-fucosidase was also observed in CF air-
way epithelial cells [62] when compared to that of
non-CF cells. At the same time, the activities of other
lysosomal hydrolases, which were examined, were
not increased. Not all investigators observed an in-
crease in K-L-fucosidase [43].
The fact that K-L-fucosidase activity as well as the
enzyme protein in CF airway epithelial cells were
elevated led to the suggestion that CFTR may play
a role in the regulation of glycoprotein processing
and/or secretion. It is possible that the altered distri-
bution of K-L-fucosidase is secondary to altered gly-
cosylation of this enzyme, which is processed without
proteolytic cleavage [51,63].
7. CFTR glycoprotein tra⁄cking
CFTR mutations have been grouped into four or
¢ve classes, depending on the e¡ect of the mutation
on the expression, processing, and function of the
protein [25]. The most common mutation, vF508,
is a processing mutation in which very little of the
mutant protein reaches the apical surface. Some mu-
tations (e.g., G542X) produce a truncated transcript
and no protein, while other mutations (e.g., R117H)
produce a protein that has impaired conduction
properties.
A number of experiments [19,28,34,41,118] have
supported strongly the mislocation of CFTR as a
cause of defective function. It has been proposed
that vF508 CFTR does not leave the endoplasmic
reticulum (ER) in a timely manner [19] and that
this may be due to the binding to calnexin, a molec-
ular chaperone of the ER [79]. However, mutated
CFTR has been shown to have Cl3 channel activity
in the ER [75]. Moreover, vF508 CFTR is functional
in the surface membrane under certain conditions
such as reduced temperature [27] and overexpression
in amphibian [34] or insect [64] cells or when over-
expressed in butyrate-treated CF cells [20,91]. These
results suggest that vF508 CFTR can, in some cir-
cumstances, bypass the quality control of the ER [45]
and assume its role as an apical Cl3 channel. Com-
plicating the issue is the fact that vF508 CFTR pro-
tein has Cl3 channel activity when isolated and re-
constituted into an arti¢cial lipid bilayer [64].
CFTR is proposed to be incompletely processed in
the ER in some mutations. It has been reported [19]
that a size decrease in the oligosaccharides of CFTR
is responsible for the immature CFTR observed in
CF cells. It is generally accepted that the most com-
mon mutation vF508 falls into this category [114]. It
is believed that due to the lack of processing, mu-
tated CFTR is degraded in the ER and never tra⁄cs
to the cell surface. As mentioned in a number of
reports [20,27,34,64,117], mutated CFTR has been
shown to be present in the cell surface membrane
but not always fully active. Therefore, although the
results are compatible with faulty processing, some
vF508 CFTR is tra⁄cked to the surface membrane.
Of interest also is the fact that tra⁄cking in polar-
ized MDCK cells from the basolateral surface to the
apical membrane is in£uenced by factors [39] which
also restore the Cl3 channel activity of CFTR, such
as temperature and sodium butyrate.
Degradation of CFTR may be mediated by a path-
way involving ubiquitination and proteasomes
[48,94,111]. It has been reported that the ER mem-
brane trimeric complex sec61L may transport CFTR
into the cytoplasm where after deglycosylation,
CFTR is targeted for degradation. Both wild type
and mutant CFTR appear to undergo degradation
via the same pathways [7]. Wei et al. [112] reported
that the degradation of CFTR occurred at a faster
rate than new synthesis in the presence of castano-
spermine, a glycosylation processing inhibitor. It was
concluded that the lack of the proper oligosaccha-
rides on mutant CFTR may contribute to its more
rapid degradation. The inhibitor-induced lack of gly-
cosylation may be similar to the deglycosylated in-
termediary reported [7] prior to degradation. Thus
although CFTR has only two potential glycosylation
sites (Fig. 1), glycosylation appears to be the key to
CFTR survival. In both wild type and mutant
CFTR, folding and processing is extremely ine⁄cient
[71,112].
In a study examining the lungs of a cftr(3/3)
knockout mouse, it was found that both sialic acid
and fucose were increased at the surface of the lung
cells. The lectins, SNA and UEA, were used to detect
glycosylation in histological sections [22]. In utero
treatment of the knockout mice with cftr resulted
in a change of location of the lectin binding from
the surface to internal vesicles of the lung cells. These
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studies support a role for CFTR mediating vesicular
tra⁄cking as well as altering glycosylation. In this
context brefeldin A, which disrupts the Golgi [65],
increased the fucosylation di¡erence between CF
and non CF airway cells [62].
8. Glycosylation related to pathogenesis
Although a defect in the acidi¢cation of intracel-
lular vesicles by mutant CFTR may produce faulty
terminal glycosylation [5], it does not, in and of itself,
account for the pathology seen in CF. We hypothe-
size that the structural alterations in the CF surface
glycoconjugates (Fig. 2) could be responsible for the
di¡erences in binding characteristics of both bacteria
and leukocytes (Fig. 3). Since one major alteration in
CF cells is an increase in terminal fucosylation, the
predominance of these antennary fucosyl residues
may be an important factor contributing to bacterial
adherence and neutrophil recruitment in the CF air-
way. Pseudomonas [40] and Haemophilus [66,113] are
known to have fucose binding proteins and these
may play an important role in the predominance of
these two pathogens in the pathogenesis of CF lung
disease.
Of interest also is the fact that ciliary beating in
explants of CF primary tracheal cells was inhibited
by PAII lectin [1], a fucose binding protein puri¢ed
from P. aeruginosa [40]. Krivan et al. demonstrated
that Pseudomonas binds to asialo-GM1 [57]. Since
that time several laboratories have each demon-
strated increased binding of Pseudomonas to airway
cells, which are homozygous for vF508
[15,26,47,119]. These investigations con¢rm that CF
airway cells have increased amounts of asialo-GM1
when compared to non-CF cells, which contain
GM1. These ¢ndings also con¢rm that Pseudomonas
binds more avidly to the asialo-GM1 surface recep-
tor. It is possible that Pseudomonas binding is facili-
tated by the interaction of increased terminal fucosyl
residues with PAII and that a decrease in sialic acid
residues permits additional binding through PAII as
well as promoting the binding of Pseudomonas to
asialo-GM1 via the action of a Gal/GalNAc binding
protein. It is apparent from a comprehensive review
by Scharfman et al. [101] that there are multifactorial
interactions between Pseudomonas and host respira-
tory glycoconjugates. Bentzmann et al. hypothesized
that Pseudomonas binds only to damaged airway ep-
ithelial cells [8].
Cholera toxin binds to GM1 [57], CF tissue con-
tains a mixture of glycolipids including asialo-GM1
and exhibit decreased toxin binding. It is known that
CF cells have decreased sialylation (Tables 1 and 2).
Therefore, it is not surprising that CF patients may
not be susceptible to this toxin. Other toxins may
also be included in this e¡ect. It has been hypothe-
sized that CF mutations persisted among caucasians
in the middle ages because cholera toxin does not
bind readily to CF cells and therefore provided a
heterozygote advantage during epidemics [37]. As a
result, CF mutations were maintained at a relatively
high frequency in the gene pool of European popu-
lations. Ironically, the protection provided to hetero-
zygotes against one pathogen in the past may render
CF patients more susceptible to the bacteria which
ultimately cause the principal morbidity of the dis-
ease.
The de¢ned structure (Fig. 2) which is character-
istic of the CF glycosylation phenotype contains the
basic ligand for selectins [67]. We hypothesize that
the glycoconjugates, terminally glycosylated as
shown in Fig. 2, are responsible for the leukocytes
in the airways since the fucosyl residues are prevalent
on the airway epithelial cells from CF patients [76].
The binding of bacteria and leukocytes depicted in
Fig. 3 may account for much of the pathology of the
CF lung. The use of carbohydrate mimetics may be a
valid therapeutic approach.
9. Speculation
In summary, speci¢c mutations in the CFTR gene,
especially the most common vF508, result in the
production of a protein which is mislocalized and
which is not properly glycosylated when compared
to mature, wild-type CFTR. This triggers a cascade
of events, including aberrant glycosylation of mem-
brane glycoconjugates and mucins. We have demon-
strated that a major alteration in CF glycosylation is
the synthesis of a highly fucosylated oligosaccharide
which is only minimally sialylated. The terminal, an-
tennary sugars on this oligosaccharide have been
characterized by 1H-NMR and form the Lewis x
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antigen with Fuc linked K1,3 to GlcNAc [110]. This
structure is characteristic of the selectin ligand which
is involved in leukocyte recruitment. The two most
important pathogens in CF, P. aeruginosa and H.
in£uenzae, have binding proteins, which recognize
K1,3-linked Fuc and asialoglycoconjugates. We hy-
pothesize that altered glycosylation of CF airway
glycoproteins is a key element contributing to the
chronic bacterial infections and robust in£ammatory
response, hallmarks of CF lung disease.
How does CFTR, a Cl3 channel, contribute to the
glycosylation in epithelial cells and their secretions?
It has been proposed that the defective function of
the mutated CFTR protein could a¡ect the pH of
intracellular vesicles [6]. As proposed, acidi¢cation
would inhibit the activity of the terminal sialyltrans-
ferases in the Golgi. Decreased activity of the sialyl-
transferases would lead to decreased sialylation and
in turn this could lead to increased fucosylation on
CF oligosaccharides. This series of events provides a
plausible explanation for the predominance of the
increased fucosylation and decreased sialylation of
CF glycoproteins listed in Tables 1 and 2. Although
the hypothesis of Barasch and Al-Awqati [6] is dis-
puted [102], it remains the basis for the most plau-
sible explanation put forward thus far. An alterna-
tive hypothesis is that the turnover rate of mutant
CFTR in the surface membrane could e¡ect the re-
cycling time in the Golgi and thus the degree of the
terminal glycosylation of the recycled membrane gly-
coproteins [13,112]. Although there are several pro-
posals of how CFTR e¡ects glycosylation, none has
been proven. Full understanding of the function and
regulation of CFTR may provide further insight into
the regulation of glycoprotein processing as well as
information regarding the pathogenesis of CF.
References
[1] E.C. Adam, B.S. Mitchell, D.U. Schumacher, G. Grant, U.
Schumacher, Pseudomonas aeruginosa II lectin stops human
ciliary beating: therapeutic implications of fucose, Am. J.
Respir. Crit. Care Med. 55 (1997) 2102^2104.
[2] J.A. Alhade¡, L. Tennant, J.S. O’Brien, Altered isoenzyme
patterns of liver K-L-fucosidase in cystic ¢brosis, Clin. Genet.
10 (1976) 63^72.
[3] J.A. Alhade¡, Glycoproteins and cystic ¢brosis. A review,
Clin. Genet. 14 (1978) 189^201.
[4] J.A. Alhade¡, P. Watkins, Di¡erential concanavalin A bind-
ing of cystic ¢brosis and normal liver K-L-fucosidase, Bio-
chem. Biophys. Res. Commun. 86 (1979) 787^792.
[5] J. Barasch, B. Kiss, A. Prince, L. Saiman, D. Gruenert, Q.
AI-Awqati, Defective acidi¢cation of intracellular organelles
in cystic ¢brosis, Nature 352 (1991) 70^73.
[6] J. Barasch, Q. Al-Awqati, Defective acidi¢cation of the bio-
synthetic pathway in cystic ¢brosis, J. Cell Sci. 17 (1993)
229^233.
[7] Z. Bebok, C. Mazzochi, S.A. King, J.S. Hong, E.J. Sorscher,
The mechanism underlying cystic ¢brosis transmembrane
conductance regulator transport from the endoplasmic retic-
ulum to the proteasome includes sec61L and a cytosolic,
deglycosylated intermediary, J. Biol. Chem. 6 (1998)
29873^29878.
[8] S.D. Bentzmann, P. Roger, F. Dupuit, O. B-Laudinat, C.
Fuchey, M.C. Plotkowski, E. Puchelle, Asialo GM1 is a
receptor for Pseudomonas aeruginosa adherence to regenerat-
ing respiratory epithelial cells, Infect. Immun. 64 (1996)
1582^1588.
[9] Y. Ben-Yoseph, C.L. Defranco, H.L. Nadler, Decreased
sialic acid and altered binding to lectins of puri¢ed K2-mac-
roglobulin from patients with cystic ¢brosis, Clin. Chim.
Acta 99 (1979) 31^35.
[10] F. Bertrand, B. Hermelin, A. Paul, J. Picard, Pericellular
glycoconjugates of cultured ¢broblasts from control and
cystic ¢brosis, Int. J. Biochem. 23 (1991) 51^57.
[11] T.F. Boat, J.L. Kleinerman, D.M. Carlson, W.H. Maoney,
L.W. Matthews, Human respiratory tract secretions: mu-
cous glycoproteins secreted by cultured nasal polyp epithe-
lium from subjects with allergic rhinitis and cystic ¢brosis,
Am. Rev. Respir. Dis. 110 (1974) 428^441.
[12] T.F. Boat, P.W. Cheng, Biochemistry of airway mucus se-
cretions, Fed. Proc. 39 (1980) 3067^3074.
[13] N.A. Bradbury, T. Jilling, G. Berta, E.J. Sorscher, R.J.
Bridges, K.L. Kirk, Regulation of plasma membrane recy-
cling by CFTR, Science 256 (1992) 530^531.
[14] N.A. Bradbury, J.A. Cohn, C.J. Venglarik, R.J. Bridges,
Biochemical and biophysical identi¢cation of cystic ¢brosis
transmembrane conductance regulator chloride channels as
components of endocytic clathrin-coated vesicles, J. Biol.
Chem. 269 (1994) 8296^8302.
[15] R. Bryan, D. Kube, A. Perez, P. Davis, A. Prince, Over-
production of the CFTR R domain leads to increased levels
of asialoGM1 and increased Pseudomonas aeruginosa bind-
ing by epithelial cells, Am. J. Respir. Crit. Care Med. 19
(1998) 269^277.
[16] C. Carnoy, R. Ramphal, A. Scharfman, J.-M. Lo-Guidice,
N. Houdret, A. Klein, C. Galabert, G. Lamblin, P. Roussel,
Altered carbohydrate composition of salivary mucins from
patients with cystic ¢brosis and the adhesion of Pseudomonas
aeruginosa, Am. J. Respir. Cell Mol. Biol. 9 (1993) 323^
334.
[17] K.V. Chace, D.S. Leahy, R. Martin, R. Carubelli, M. Flux,
G.P. Sachdev, Respiratory mucous secretions in patients
with cystic ¢brosis: relationship between levels of highly sul-
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253 249
fated mucin component and severity of disease, Clin. Chim.
Acta 132 (1983) 143^155.
[18] P.W. Cheng, T.F. Boat, K. Cran¢ll, J.R. Yankaskas, R.C.
Boucher, Increased sulfation of glycoconjugates by cultured
nasal epithelial cells from patients with cystic ¢brosis, J. Clin.
Invest. 84 (1989) 68^72.
[19] S.H. Cheng, R.J. Gregory, J. Marshall, S. Paul, D.W. Souza,
G.A. White, C.R. O’Riordan, A.E. Smith, Defective intra-
cellular transport and processing of CFTR is the molecular
basis of most cystic ¢brosis, Cell 63 (1990) 827^834.
[20] S.H. Cheng, S.L. Fang, J. Zabner, J. Marshall, S. Piraino,
S.C. Schiavi, D.M. Je¡erson, M.J. Welsh, A.E. Smith, Func-
tional activation of the cystic ¢brosis tra⁄cking mutant
vF508-CFTR by overexpression, Am. J. Physiol. 268
(1995) L615^L624.
[21] J.R. Clamp, M. Gough, Study of the oligosaccharide units
from mucus glycoproteins of meconium from normal infants
and from cases of cystic ¢brosis with meconium ileus, Clin.
Sci. 57 (1979) 445^451.
[22] J.C. Cohen, S.L. Morrow, R.J. Cork, J.B. Delcarpio, J.E.
Larson, Molecular pathophysiology of cystic ¢brosis based
on the rescued knockout mouse model, Mol. Genet. Metab.
64 (1998) 108^118.
[23] F.S. Collins, Cystic ¢brosis: molecular biology and thera-
peutic implications, Science 256 (1992) 774^779.
[24] R.G. Crystal, Transfer of genes to humans: early lessons and
obstacles to success, Science 270 (1995) 404^410.
[25] G.R. Cutting, Genotype defect: its e¡ect on cellular function
and phenotypic expression, Semin. Respir. Crit. Care Med.
15 (1994) 356^361.
[26] J.C. Davies, M. Stern, A. Dewar, N.J. Caplen, F.M.
Munkonge, T. Pitt, F. Sorgi, L. Huang, A. Bush, D.M.
Geddes, E.W.F.W. Alton, CFTR gene transfer reduces the
binding of Pseudomonas aeruginosa to cystic ¢brosis respira-
tory epithelium, Am. J. Respir. Cell Mol. Biol. 16 (1997)
657^663.
[27] G.M. Denning, M.P. Anderson, J.F. Amara, J. Marshall,
A.E. Smith, M.J. Welsh, Processing of mutant cystic ¢brosis
transmembrane conductance regulator is temperature sensi-
tive, Nature 358 (1992) 761^764.
[28] G.M. Denning, L.W. Ostedgaard, M. Welsh, Abnormal lo-
calization of cystic ¢brosis transmembrane conductance reg-
ulator in primary cultures of cystic ¢brosis airway epithelia,
J. Biol. Chem. 118 (1992) 551^559.
[29] N. Devaraj, M. Sheykhnazari, W.S. Warren, V.P. Bhavana-
dan, Di¡erential binding of Pseudomonas aeruginosa to nor-
mal and cystic ¢brosis trachebronchial mucins, Glycobiology
4 (1994) 307^316.
[30] G. Diamond, T.F. Scanlin, M.A. Zaslo¡, C.L. Bevins, A
cross-species analysis of the cystic ¢brosis transmembrane
conductance regulator, J. Biol. Chem. 266 (1991) 22761^
22769.
[31] Z. Dische, P. di Sant’Agnese, C. Pallavicini, J. Youlos, Com-
position of mucoprotein fractions from duodenal £uid of
patients with cystic ¢brosis of the pancreas and from con-
trols, Pediatrics 24 (1959) 74^79.
[32] A. Dosanjh, W. Lencer, D. Brown, D.A. Ausiello, J.L. Stow,
Heterologous expression of vF508 CFTR results in de-
creased sialylation of membrane glycoconjugates, Am. J.
Physiol. 35 (1994) C360^C366.
[33] M.L. Drumm, H.A. Pope, W.H. Cli¡, J.M. Rommens, S.A.
Marvin, L.C. Tsui, F.S. Collins, R.A. Frizzell, J.M. Wilson,
Correction of the cystic ¢brosis defect in vitro by retrovirus-
mediated gene transfer, Cell 62 (1990) 1227^1233.
[34] M.L. Drumm, D.J. Wilkinson, L.S. Smit, R.T. Worell, T.V.
Strong, R.A. Prizzell, D.C. Dawson, F.S. Collins, Chloride
conductance expressed by vF508 and other mutant CFTRs
in Xenopus oocytes, Science 254 (1991) 1797^1799.
[35] S. Duthel, A. Revol, Glycan microheterogeneity of K1-anti-
trypsin in serum and meconium from normal and cystic
¢brosis patients by crossed immuno-a⁄noelectrophoresis
with di¡erent lectins (Con A, LCA, WGA), Clin. Chim.
Acta 215 (1993) 173^187.
[36] P. Erbacher, M.-T. Bousser, J. Raimond, M. Monsigny, P.
Midoux, A.C. Roche, Gene transfer by DNA/glycosylated
polylysine complexes into human blood monocyte-derived
macrophages, Hum. Gene Ther. 7 (1996) 721^729.
[37] S.E. Gabriel, K.N. Brigman, B.H. Koller, R.C. Boucher,
M.J. Stutts, Cystic ¢brosis heterozygote resistance to cholera
toxin in the cystic ¢brosis mouse model, Science 266 (1994)
107^109.
[38] T.A. Gerken, R. Gupta, Mucus in cystic ¢brosis, in: P.B.
Davis (Ed.), Cystic Fibrosis, vol. 3, 1993, pp. 53^90.
[39] A. Gibson, C.E. Futter, S. Maxwell, E.H. Allchin, M. Ship-
man, J.-P. Kraehenbuhl, D. Domingo, G. Odorizzi, I.S.
Trowbridge, C.R. Hopkins, Sorting mechanisms regulating
membrane protein tra⁄c in the apical transcytotic pathway
of polarized MDCK cells, J. Cell Biol. 143 (1998) 81^94.
[40] N. Gilboa-Garber, Pseudomonas aeruginosa lectins, Meth-
ods Enzymol. 83 (1982) 378^385.
[41] R.J. Gregory, S.H. Cheng, D.P. Rich, J. Marshall, P. Su-
charita, K. Hehir, L. Ostedgaard, K.W. Klinger, M.J. Welsh,
A.E. Smith, Expression and characterization of the cystic
¢brosis transmembrane conductance regulator, Nature 347
(1990) 382^386.
[42] D.C. Gruenert, C.B. Basbaum, M.J. Welsh, M. Li, W.E.
Finkbeiner, J.A. Nadel, Characterization of human tracheal
epithelial cells transformed by an origin defective simian vi-
rus 40, Proc. Natl. Acad. Sci. USA 85 (1988) 5951^5955.
[43] A. Harris, Intracellular retention of lysosomal enzymes in
cystic ¢brosis, Clin. Genet. 20 (1981) 315^319.
[44] A.D. Harsch, J. Xu, C.L. Bevins, M.C. Glick, T.F. Scanlin,
Preparation of isolated surface membranes from cystic
¢brosis airway epithelial cells, Chest 101 (1992) 58s^60s.
[45] D.N. Hebert, B. Foellmer, A. Helenius, Glucose trimming
and reglucosylation determine glycoprotein association with
calnexin in the endoplasmic reticulum, Cell 81 (1995) 425^
433.
[46] W.G. Hill, G.S. Harper, T. Rozaklis, R.C. Boucher, J.J.
Hopwood, Organ-speci¢c over-sulfation of glycosaminogly-
cans and altered extracellular matrix in a mouse model of
cystic ¢brosis, Biochem. Mol. Med. 62 (1997) 113^122.
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253250
[47] L. Imundo, J. Barasch, A. Prince, Q. Al-Awqati, Cystic
¢brosis epithelial cells have a receptor for pathogenic bacte-
ria on their apical surface, Proc. Natl. Acad. Sci. USA 92
(1995) 3019^3023.
[48] T.J. Jensen, M.A. Loo, S. Pind, D.B. Williams, A.L. Gold-
berg, J.R. Riordan, Multiple proteolytic systems, including
the proteasome, contribute to CF processing, Cell 83 (1995)
129^135.
[49] A.M. Jetten, J.R. Yankaskas, M.J. Stutts, N.J. Willumsen,
R.C. Boucher, Persistence of abnormal chloride conductance
regulation in transformed cystic ¢brosis epithelia, Science
244 (1989) 1472^1475.
[50] X. Jiang, W.G. Hill, J.M. Pilewski, O.A. Weisz, Glycosyla-
tion di¡erences between cystic ¢brosis and rescued airway
cell line are not CFTR dependent, Am. J. Physiol. 273
(1997) L913^L920.
[51] K. Johnson, G. Dawson, Molecular defect in processing K-
fucosidase in fucosidosis, Biochem. Biophys. Res. Commun.
133 (1985) 90^97.
[52] B.S. Kerem, J.A. Buchanan, P. Durie, M.L. Coorey, H.
Levinson, J.M. Rommens, M. Buchwald, L.-C. Tsui, Iden-
ti¢cation of the cystic ¢brosis gene: genetic analysis, Science
245 (1989) 1073^1080.
[53] T.Z. Khan, J.S. Wagener, T. Boat, J. Martinez, F.J. Accur-
so, D.W.H. Riches, Early pulmonary in£ammation in in-
fants with cystic ¢brosis, Am. J. Respir. Crit. Care Med.
151 (1995) L1076^1082.
[54] W.J.W. Kollen, P. Midoux, P. Erbacher, A. Yip, A.C.
Roche, M. Monsigny, M.C. Glick, T.F. Scanlin, Glucono-
ylated and glycosylated polylysines as vectors for gene trans-
fer into cystic ¢brosis airway epithelial cells, Hum. Gene
Ther. 7 (1996) 1577^1586.
[55] W.J.W. Kollen, F. Schembri, G.J. Gerwig, J.F.G. Vliegen-
thart, M.C. Glick, T.F. Scanlin, Enhanced e⁄ciency of lac-
tosylated poly-L-lysine mediated gene transfer into cystic
¢brosis airway epithelial cells, Am. J. Respir. Cell Mol.
Biol. 20 (1999) 1081^1086.
[56] W.J.W. Kollen, A.E. Mulberg, X. Wei, M. Sugita, V. Ra-
ghuram, J. Wang, J.K. Foskett, M.C. Glick, T.F. Scanlin,
High e⁄ciency transfer of CFTR cDNA into cystic ¢brosis
airway cells in culture using lactosylated polylysine as a vec-
tor, Hum. Gene Ther. 10 (1999) 615^622.
[57] H.C. Krivan, V. Ginsburg, D.D. Roberts, Pseudomonas
aeruginosa and Pseudomonas cepacia isolated from cystic
¢brosis patients bind speci¢cally to gangliotetraosylceramide
(Asialo GM1) and gangliotriaosylceramide (Asialo GM2),
Arch. Biochem. Biophys. 260 (1988) 493^496.
[58] D. Kube, A. Perez, P.B. Davis, Quantitative £uorescent mi-
croscopy reveals altered cell surface glycoconjugated on
9HTEo-cells transfected with the regulatory domain of
CFTR or vF508 CFTR, Pediatr. Pulmonol. 12 (1995) 209A.
[59] R. Kuver, N. Ramesh, S. Lau, C. Savard, S.P. Lee, W.R.A.
Osborne, Constitutive mucin secretion linked to CFTR ex-
pression, Biochem. Biophys. Res. Commun. 203 (1994)
1457^1462.
[60] G. Lamblin, J.J. La¢tte, M. Lhermitte, P. Degand, P. Rous-
sel, Mucins from cystic ¢brosis sputum, in: G.G. Forstner
(Ed.), Mucus Secretions and Cystic Fibrosis, vol. 19 of Mod-
ern Problems in Pediatrics, S. Karger, New York, 1967, pp.
153^164.
[61] G. Lamblin, A. Boersma, A. Klein, P. Roussel, Primary
structure determination of ¢ve sialylated oligosaccharides
derived from bronchial mucus glycoproteins of patients suf-
fering from cystic ¢brosis, J. Biol. Chem. 259 (1984) 9051^
9058.
[62] J.O. Lazatin, M.C. Glick, T.F. Scanlin, Fucosylation in
cystic ¢brosis airway epithelial cells, Glycosyl. Dis. 1
(1994) 263^270.
[63] D.M. Leibold, C.A. Robinson, T.F. Scanlin, M.C. Glick,
Lack of proteolytic processing of K-L-fucosidase in human
skin ¢broblasts, J. Cell. Physiol. 137 (1988) 411^420.
[64] C. Li, M. Ramjeesingh, E. Reyes, T. Jensen, X. Chang, J.M.
Rommens, C.E. Bear, The cystic ¢brosis mutation (vF508)
does not in£uence the chloride channel activity of CFTR,
Nat. Genet. 3 (1993) 311^316.
[65] J. Lippincott-Schwartz, L. Yuan, C. Tipper, M. Amherdt, L.
Orci, R.D. Klausner, Brefeldin A’s e¡ects on endosomes,
lysosomes and the TGN suggest a general mechanism for
regulating organelle structure and membrane tra⁄c, Cell
67 (1991) 601^616.
[66] A. Liu, P.J. Park, A.D. Rhim, J.N. Weiser, M.C. Glick, T.F.
Scanlin, Functional implications of increased fucosylation of
airway epithelial cell surface glycoproteins in CF, Pediatr.
Pulmonol. S17 (1998) 218.
[67] J.B. Lowe, Selectin ligands, leukocyte tra⁄cking, and fuco-
syltransferase genes, Kidney Int. 51 (1997) 1418^1426.
[68] G.L. Lukacs, X.-B. Chang, N. Kartner, O.D. Rotstein, J.R.
Riordan, S. Grinstein, The cystic ¢brosis transmembrane
regulator is present and functional in endosomes, J. Biol.
Chem. 267 (1992) 14568^14572.
[69] T. Maler, M. Duthie, N. Alon, J.R. Riordan, K-L-Fucosidase
is quantitatively reduced in cultured lymphoblasts from pa-
tients with cystic ¢brosis, J. Biol. Chem. 256 (1981) 1420^
1427.
[70] R. Margolies, T. Boat, The carbohydrate content of IgG
from patients with cystic ¢brosis, Pediatr. Res. 17 (1983)
931^935.
[71] J. Marshall, S. Fang, L.S. Ostedgaard, C.R. O’Riordan, D.
Ferrara, J.F. Amara, H. Hoppe IV, R.K. Scheule, M.J.
Welsh, A.E. Smith, S.H. Cheng, Stoichiometry of recombi-
nant cystic ¢brosis transmembrane conductance regulator in
epithelial cells and its functional reconstitution into cells in
vitro, J. Biol. Chem. 269 (1994) 2987^2995.
[72] M. Monsigny, A.-C. Roche, P. Midoux, R. Mayer, Glyco-
conjugates as carriers for speci¢c delivery of therapeutic
drugs and genes, Adv. Drug Deliv. Rev. 14 (1994) 1^24.
[73] M.R. Morris, M.M.C. Pereira, M.B. Hallett, M.A. McPher-
son, R.L. Dormer, Cellular location of the most common
mutant form of the CF gene proteins vF508-CFTR, Bio-
chem. Soc. Trans. 26 (1998) S293.
[74] J.C. Olsen, L.G. Johnson, M.J. Stutts, B. Sarkadi, J.R. Yan-
kaskas, R. Swanstrom, R.C. Boucher, Correction of the ap-
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253 251
ical membrane chloride permeability defect in polarized
cystic ¢brosis airway epithelia following retroviral-mediated
gene transfer, Hum. Gene Ther. 3 (1992) 253^266.
[75] E.A. Pasyk, J.K. Foskett, Mutant (vF508) cystic ¢brosis
transmembrane conductance regulator Cl3 channel is func-
tional when retained in endoplasmic reticulum of mamma-
lian cells, J. Biol. Chem. 270 (1995) 12347^12350.
[76] P.J. Park, B. Lee£ang, J.F.G. Vliegenthart, A.D. Rhim, T.F.
Scanlin, M.C. Glick, Primary and immortalized CF airway
epithelial cells express a selectin ligand, Pediatr. Pulmonol.
Suppl. 14 (1997) 415.
[77] R.D. Pearson, A.H. Lubin, Increased heparin binding in
cystic ¢brosis: a re£ection of altered glycoprotein biosynthe-
sis, Pediatr. Res. 13 (1979) 834^840.
[78] A.M.A. Pfeifer, G.E. Mark, L. Malan-Shibley, Cooperation
of C-raf-I and C-myc protooncogenes in the neoplastic
transformation of simian virus 40 large tumor antigen-im-
mortalized human bronchial epithelial cells, Proc. Natl.
Acad. Sci. USA 86 (1989) 10075^10079.
[79] S. Pind, J.R. Riordan, D.B. Williams, Participation of the
endoplasmic reticulum chaperone calnexin (p88, IP90) in the
biogenesis of the cystic ¢brosis transmembrane conductance
regulator, J. Biol. Chem. 269 (1994) 12784^12788.
[80] L.S. Prince, J. Workman, R.B. Marchase, Rapid endocytosis
of the cystic ¢brosis transmembrane conductance regulator
chloride channel, Proc. Natl. Acad. Sci. USA 91 (1994)
5192^5196.
[81] R.R. Redell, Y. Ke, B.L. Gerwin, M.G. McMenamin, J.F.
Lechner, R.T. Su, D.E. Brash, J.B. Park, J.S. Rhim, C.C.
Harris, Transformation of human bronchial epithelial cells
by infection with SV40 or adenovirus-12 SV40 hybrid virus,
or transfection via strontium phosphate coprecipitation with
a plasmid containing SV40 early region genes, Cancer Res.
48 (1988) 1904^1909.
[82] J.R. Riordan, J.M. Rommens, B. Kerem, M. Alon, R. Roz-
mahel, Z. Grzelczak, J. Zielenski, S. Lok, N. Plavsic, J.-L.
Chou, M.L. Drumm, M.C. Iannuzzi, F.S. Collins, L.-C.
Tsui, Identi¢cation of the cystic ¢brosis gene: cloning and
characterization of the complementary DNA, Science 245
(1989) 1066^1073.
[83] C. Robinson, T.F. Scanlin, Cystic ¢brosis, in: A.P. Fishman
(Ed.), Pulmonary Diseases and Disorders, McGraw-Hill,
New York, 1997, pp. 803^824.
[84] R.E. Roelfs, G.E. Gibbs, G.D. Gri⁄n, The composition of
rectal mucus in cystic ¢brosis, Am. J. Dis. Child. 113 (1967)
419^421.
[85] J.M. Rommens, M.C. Iannuzzi, B. Kerem, M.L. Drumm, B.
Melner, M. Dean, R. Rozmahel, J.L. Cole, D. Kennedy, N.
Hidaka, M. Zsiga, M. Buchwald, J.R. Riordan, L.C. Tsui,
F.S. Collins, Identi¢cation of the cystic ¢brosis gene: chro-
mosome walking and jumping, Science 245 (1989) 1059^
1065.
[86] M.C. Rose, Epithelial mucous glycoproteins and cystic
¢brosis, Horm. Metab. Res. 20 (1988) 601^608.
[87] M.C. Rose, Mucins: structure, function, and role in pulmo-
nary diseases, Am. J. Physiol. 263 (1992) L413^L429.
[88] M.D. Rosenfeld, F.S. Collins, Gene therapy for cystic
¢brosis, Chest 109 (1996) 241^252.
[89] B.M. Rotoli, O. Bussolati, M. Sironi, G. Cabrini, G.C.
Gazzola, CFTR protein is involved in the e¥ux of neutral
amino acids, Biochem. Biophys. Res. Commun. 204 (1994)
653^658.
[90] P. Roussel, G. Lamblin, P. Degand, E. Walker-Nasir, R.W.
Jeanloz, Heterogeneity of the carbohydrate chains of sul-
fated bronchial glycoproteins isolated from a patient su¡er-
ing from cystic ¢brosis, J. Biol. Chem. 250 (1975) 2114^
2122.
[91] R.C. Rubenstein, M.E. Egan, P.L. Zeitlin, In vitro pharma-
cologic restoration of CFTR-mediated chloride transport
with sodium 4-phenylbutyrate in cystic ¢brosis epithelial
cells containing vF508-CFTR, J. Clin. Invest. 100 (1997)
2457^2465.
[92] L. Saiman, A.S. Prince, Pseudomonas aeruginosa pili bind
to asialo GM1 which is increased on the surface of cystic
¢brosis epithelial cells, J. Clin. Invest. 92 (1993) 1875^
1880.
[93] B. Sarkadi, D. Bauzon, W.R. Huckle, H.S. Earp, A. Berry,
H. Suchindran, E.M. Price, J.C. Olsen, R.C. Boucher, G.A.
Scarborough, Biochemical characterization of the cystic
¢brosis transmembrane conductance regulator in normal
and cystic ¢brosis epithelial cells, J. Biol. Chem. 267
(1992) 2087^2095.
[94] S. Sato, C.L. Ward, R.R. Kopito, Cotranslational ubiquiti-
nation of cystic ¢brosis transmembrane conductance regu-
lator in vitro, J. Biol. Chem. 273 (1998) 7189^7192.
[95] T.F. Scanlin, S.S. Matacic, M. Pace, U.V. Santer, M.C.
Glick, Abnormal distribution of K-L-fucosidase in cystic
¢brosis: Increased activity in skin ¢broblasts, Biochem.
Biophys. Res. Commun. 79 (1977) 869^875.
[96] T.F. Scanlin, S.S. Matacic, M.C. Glick, Abnormal distribu-
tion of K-L-fucosidase in cystic ¢brosis: decreased activity
in serum, Clin. Chim. Acta 91 (1979) 197^202.
[97] T.F. Scanlin, M.C. Glick, Dynamic and structural aspects
of cystic ¢brosis ¢broblast membranes, in: J.M. Sturgess
(Ed.), Perspectives in Cystic Fibrosis Proceedings, 8th In-
ternational Cystic Fibrosis Congress, Canadian Cystic
Fibrosis Foundation, Toronto, 1980, pp. 44^57.
[98] T.F. Scanlin, J.A. Voynow, E.J. Thomas, M.C. Glick, Gly-
coproteins in culture medium: a comparison from cystic
¢brosis and control skin ¢broblasts, Biochemistry 21
(1982) 491^497.
[99] T.F. Scanlin, Y.-M. Wang, M.C. Glick, Altered fucosyla-
tion of membrane glycoproteins from cystic ¢brosis ¢bro-
blasts, Pediatr. Res. 19 (1985) 368^374.
[100] T.F. Scanlin, A. Liu, P.J. Park, A.D. Rhim, V. Kothari,
J.N. Weiser, M.C. Glick, Fucosylation and sialylation of
cystic ¢brosis (CF) airway epithelial cells, Glycobiology 8
(1998) 150.
[101] A. Scharfman, E.V. Brussel, N. Houdret, G. Lamblin, P.
Roussel, Interactions between glycoconjugates from human
respiratory airways and Pseudomonas aeruginosa, J. Respir.
Crit. Care Med. 154 (1996) 5163^5169.
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253252
[102] O. Seksek, J. Biwersi, A.S. Verkman, Evidence against de-
fective trans-Golgi acidi¢cation in cystic ¢brosis, J. Biol.
Chem. 271 (1996) 15542^15548.
[103] A. Smith, Pathogenesis of bacterial bronchitis in cystic
¢brosis, Pediatr. Infect. Dis. J. 16 (1997) 91^96.
[104] S. Thiru, G. Devereux, A. King, Abnormal fucosylation of
ileal mucus in cystic ¢brosis. I. A histochemical study using
peroxidase labelled lectins, J. Clin. Pathol. 43 (1990) 1014^
1018.
[105] M.J. Thomassen, C.A. Demko, R.E. Wood, B. Tandler,
D.G. Dearborn, B. Boxerbaum, P.J. Kuchenbrod, Ultra-
structure and function of alveolar macrophages from cystic
¢brosis patients, Pediatr. Res. 14 (1980) 715^721.
[106] K.A. Thomsson, C. Ingemar, N.G. Karlsson, H. Karlsson,
G.C. Hansson, Di¡erent O-glycosylation of respiratory mu-
cin glycopeptides from a patient with cystic ¢brosis, Glyco-
conjugate J. 15 (1998) 823^833.
[107] H. van Halbeek, L. Dorland, J.F.G. Vliegenthart, W.E.
Hull, G. Lamblin, M. Lhermitte, A. Boersma, P. Roussel,
Primary-structure determination of fourteen neutral oligo-
saccharides derived from bronchial-mucus glycoproteins of
patients su¡ering from cystic ¢brosis employing 500-MHz
1H-NMR spectroscopy, Eur. J. Biochem. 127 (1982) 7^20.
[108] I.M. Verma, N. Somia, Gene therapy: promises, problems
and prospects, Nature 389 (1997) 239^242.
[109] M.S. Wadhwa, D.L. Knoll, A.P. Young, K.G. Rice, Tar-
geted gene delivery with a low molecular weight glycopep-
tide carrier, Bioconjugate Chem. 6 (1995) 283^291.
[110] Y.M. Wang, T.R. Hare, B. Won, C.P. Stowell, T.F. Scan-
lin, M.C. Glick, K. Hard, J.A. van Kuik, J.F.G. Vliegen-
thart, Additional fucosyl residues on membrane glycopro-
teins but not a secreted glycoprotein from cystic ¢brosis
¢broblasts, Clin. Chim. Acta 188 (1990) 193^210.
[111] C.L. Ward, S. Omura, R.R. Kopito, Degradation of CFTR
by the ubiquitin-proteasome pathway, Cell 83 (1995) 121^
127.
[112] X. Wei, R. Eisman, J. Xu, A.D. Harsch, A.E. Mulberg,
C.L. Bevins, M.C. Glick, T.F. Scanlin, Turnover of the
cystic ¢brosis transmembrane conductance regulator
(CFTR): slow degradation of wild-type and vF508 CFTR
in surface membrane preparations of immortalized airway
epithelial cells, J. Cell. Physiol. 168 (1996) 373^384.
[113] J.N. Weiser, S.T.H. Chong, D. Greenberg, W. Fong, Iden-
ti¢cation and characterization of a cell envelop protein of
Haemophilus in£uenzae contributing to phase variation in
colony opacity and nasopharyngeal colonization, Med. Mi-
crobiol. 17 (1995) 555^564.
[114] M.J. Welsh, A.E. Smith, Molecular mechanisms of CFTR
chloride channel dysfunction in cystic ¢brosis, Cell 73
(1993) 1251^1254.
[115] M.J. Welsh, L.-C., Tsui, T.F. Boat, A.L. Beaudet, Cystic
¢brosis, in: C.L. Scribner, A.L. Beaudet, W.S. Sly, S.B.
Fiel, (Eds.), The Metabolic and Molecular Bases of Inher-
ited Disease, 7th edn., McGraw-Hill, New York, 1995, pp.
3799^3876.
[116] A. Wesley, J. Forstner, R. Qureshi, M. Mantle, G. Forst-
ner, Human intestinal mucin in cystic ¢brosis, Pediatr. Res.
17 (1983) 65^69.
[117] P. Weyer, J. Barasch, Q. Al Awqati, D.A. Ausiello, D.
Brown, Immunolocalization of two sialyltransferases is al-
tered in polarized LLLC-PK1 epithelial cells expressing
vF508 CFTR, Pediatr. Pulmonol. 12 (1995) 238.
[118] Y. Yang, S. Janich, J.A. Cohn, J.M. Wilson, The common
variant of cystic ¢brosis transmembrane conductance regu-
lator is recognized by hsp70 and degraded in a pre-Golgi
nonlysosomal compartment, Proc. Natl. Acad. Sci. USA 90
(1993) 9480^9484.
[119] H. Zar, L. Saiman, L. Quittell, A. Prince, Binding of Pseu-
domonas aeruginosa to respiratory epithelial cells from pa-
tients with various mutations in the cystic ¢brosis trans-
membrane regulator, J. Pediatr. 126 (1995) 230^233.
[120] P.L. Zeitlin, L. Lu, J. Rhim, G. Cutting, G. Stetten, K.A.
Kiefer, R. Craig, W.B. Guggino, A cystic ¢brosis bronchial
epithelial cell line: immortalization by adeno 12-SV40 in-
fection, Am. J. Respir. Cell Mol. Biol. 4 (1991) 313^319.
[121] Y. Zhang, B. Doranz, J.R. Yankaskas, J.F. Engelhardt,
Genotypic analysis of respiratory mucous sulfation defects
in cystic ¢brosis, J. Clin. Invest. 96 (1995) 2997^3004.
BBADIS 61864 13-9-99
T.F. Scanlin, M.C. Glick / Biochimica et Biophysica Acta 1455 (1999) 241^253 253
